Background: Multiple sclerosis (MS) is a neurological disease with a variety of signs and symptoms. Exercise therapy has been shown to improve physical functions in MS. However, questions about an optimal exercise therapy remain. In this regard, we suggest a combined exercise therapy including aerobic and resistance exercises for MS patients. The study is designed to observe, test and compare the effects of proposed combined exercises on strength, balance, agility, fatigue, speed, and walking distance in people with mild to moderate MS [0 < expanded disability status scale (EDSS) < 5].
Introduction
Multiple sclerosis (MS) is an inflammatory demyelinating disorder of the central nervous system with both inflammation and neurodegeneration outcomes such as inflammatory attacks. 1 Adults between 18 and 40 are commonly affected by MS with a relapsingremitting and sometimes a steady progression 1 . Under treatment with corticosteroid (in relapse time), or a history of recent attack (< 3 months) 2 . Participants who completed < 30 sessions of exercise for any reason.
Participants were randomly assigned to four groups:
1. Group 1, which performed 1 aerobic exercise training and 3 resistance exercise training sessions per week 2. Group 2, which performed 2 aerobic exercise training and 2 resistance exercise training sessions per week 3. Group 3, Group 1, which performed 3 aerobic exercise training and 1 resistance exercise training session per week 4. Control group: All participants voluntarily filled the informed consent. Baseline scores were recorded within 5 days before the intervention and post-test scores were recorded exactly 72 hours after the end of the protocol for each group.
Outcome measures evaluated in this study are defined and measured as below:
1. One repetition maximum (1RM) test: To http://ijnl.tums.ac.ir 6 July measure strength (heaviest weight a person can lift using quadriceps and hamstring muscles at first attempt) 24, 25 2. Berg balance scale (BBS): To measure balance 26 3. Timed up and go (TUG) test: To measure agility 27, 28 4. 10-minute walk test (10MWT) and 20MWT: To measure speed of movement 29 5. 6MWT: To measure the endurance and functional capacity 30, 31 6. Fatigue severity scale (FSS): To measure fatigue 30, 31 7. BMI: Weight in kilograms divided by the square of height in centimeters. 32 A JEXERS ® exercise machine with a tolerance of 1 kg was used to measure the quadriceps and hamstring strength based on 1RM. Furthermore, a metal meter was used to measure the height of subjects in centimeters and a G200 BEURER ® (China) digital scale with 100 g tolerance to measure the weight of cases.
In addition, BBS test was based on the Farsi version, which is a standard device in the IMSS rehabilitation center. 26 To test for the walking speed, a running track in the gymnasium of rehabilitation center was measured and marked exactly at 10 and 20 m. 33 For the TUG test, as mentioned in the manual, a chair, and a digital chronometer were used. The 6MWT was performed in a big gymnasium out of rehabilitation center.
Participants in the intervention groups performed exercises in groups. However, due to space and time limitations, it was not possible for all the groups to do the exercises simultaneously. 34 Each group had four exercise sessions per week for 8 weeks (32 sessions 24, 25 • Between two aerobic activities, bike and treadmill, and resistance sessions, extensors and flexors of the both knees, patients had a 10-minute and 5-minute inactive rest, respectively. If a patients' heart rate reached above the limit, the exercise was stopped and the participant had to rest until the heart rate decreased (Tables 1 and 2 ). some simple stretching movements to ensure that all participants cooled down at the end of exercise sessions. Participants were further encouraged to take some fruit juice, date, biscuits, and milk. 35 Ethical issues (including plagiarism, informed consent, research misconduct, data fabrication and/or falsification, double publication and/or submission, redundancy, etc.) have been completely observed by the authors. The Ethics Committee of Sport Science Research Institute of Iran approved the study protocol with Code No: S/93/398. For ethical reasons, at the end of the study the control group also received combinational exercises. All participants gave informed consent (both oral and written) in accordance with the declaration of Helsinki.
The normality of data was tested and confirmed by Kolmogorov-Smirnov test. Homogeneity of the four groups at baseline was confirmed using oneway ANOVA. Values from pre-(5 days before the intervention) and post-test (3 days after the intervention) were compared based on paired t-test. All data were analyzed using SPSS software (version 22, SPSS Inc., Chicago, IL, USA). An α-level of < 0.05 was considered significant.
Results

IMSS referred 97 RRMS patients to our rehabilitation
center. According to the inclusion/exclusion criteria, 40 patients (24 female and 16 male) participated in the study; with mean disease duration of 2 years and BMI range of 18.5-25 kg/m 2 . All the patients successfully completed the procedure (Figure 1 ). There were 4 men and 6 women in each group. Table 3 gives descriptive statistics for age, height, weight, BMI and EDSS variables, separately for each group.
Test results
6MWT : 6MWT score of the control group and the intervention group 1 did not change significantly comparing pre-and post-intervention values, whereas both intervention group 2 and 3 showed significant changes (P < 0.050) ( Table 4) . A comparison of post-test scores changes between groups declared a significantly higher score for groups 1 and 2 compared to the control group (P < 0.050).
10MWT: For 10MWT, all the three experimental groups showed a significant decrease in time taken to walk after the intervention (P < 0.050) ( Table 4 ). The decreases in groups 1 to 3 were 2.4, 1.5 and 1.9 seconds, respectively. An average change in time taken to walk for group 1 was significantly different from control group (P = 0.030) ( Table 5) .
20MWT: In the 20MWT, time taken to walk significantly decreased after the intervention in experimental groups 1 (P = 0.045), 2 (P = 0.012) and 3 (P = 0.014) compared to the baseline values (day-0) ( Table 4 ). In the control group, however, no significant change was observed (Table 4 ). An average change in time taken to walk for group 1 was significantly different from control group (P = 0.020) ( Table 5) .
http://ijnl.tums.ac.ir 6 July BBS: BBS score significantly raised (about 6 points) after the intervention only for group 1 (P = 0.010) ( Table 4) . Group 1 score change was also significantly higher compared to the control group (P < 0.001) ( Table 5) .
Right knee extension and flexion strength (dominant leg): Right knee extension strength significantly increased in experimental groups 1 and 3 (P < 0.050). However, only group 3 showed a significant improvement of flexion strength (P = 0.012) ( Table 4) . A comparison of mean score change (post-and pre-score) indicated that flexion strength changes for intervention groups were significantly different from control group (P = 0.020, P = 0.040 and P = 0.010, respectively) ( Table 5) .
Left knee extension and flexion strength (nondominant leg): Extension strength score significantly changed in all the intervention groups (P < 0.050). Average scores increased 8.4, 5.7 and 8.6 kg in groups 1 to 3, respectively. Moreover, flexion strength significantly changed in groups 1 and 3 (P = 0.015 and P = 0.001, respectively) ( Table 4) . A comparison of mean change in flexion and extension strength between groups showed that in groups 1 and 3, changes were significantly different from that of the control group (P = 0.010) ( Table 5) .
TUG test and FSS: A statistical analysis of both TUG test and FSS values did not indicate any significant change within groups.
In addition, based on post-hoc analysis of mean score change, none of the pair-wise comparisons of intervention groups were significantly different in 6MWT, 10MWT, 20MWT, right and left knee extension/flexion (P > 0.050). Significant at α level less than 0.05 , SE: Standard error; 6MWT: 6 minute walking test; 10MW: 10 m walk
Discussion
Our study was a randomized clinical trial to evaluate the effects of proposed combined exercises to improve muscle strength, balance, walking distance, and motor agility in patients with MS. We can divide the result into four subcategories to discuss; the first part relates to tests that evaluated the strength of flexor and extensor muscles of the knees. The second part includes the tests that evaluated features of walking. The third and fourth parts are balance and fatigue scales. Our findings showed a significant improvement of measures in intervention group 1, for which the dominant activity was aerobic exercise. Furthermore, they were in accordance with the studies of Dalgas et al., 5 Le Page et al., 8 Kjolhede et al., 9 Motl et al., 36 and Sangelaji et al., 19 However, Hansen et al. 37 reported ineffectiveness of combined exercises, which may be due to application of different methods and measures as he used heart rate and blood examination. Significant strength improvements were observed in almost all knee flexor and extensor muscles in groups 1 and 3, but not group 2. These findings are in concordance with those of DeBolt and McCubbin, 38 Kjolhede et al., 9 Le Page et al. 8 and Medina-Perez et al. 39 Although one would expect increase in muscle strength through resistance exercises, it was remarkable to note the increase in muscle strength with endurance exercises for group 1. A reason could be the fact that exercises such as stationary bike and treadmill walking may strengthen people with MS who lack regular exercise. This may also be a reason why significant improvement was detected for the non-dominant leg (left) and not the dominant leg (right).
Walking features, namely duration and speed were tested by 10MW and 20MW tests as well as Sangelaji et al.
http://ijnl.tums.ac.ir 6 July 6MWT. The results showed a pattern of effectiveness for aerobic exercises. For all three tests, group 1 showed a greater improvement compared to control group. In addition, a significant change was observed for group 2 in 6MWT. These results are in agreement with those of other studies including Cakt et al., 40 Rampello et al., 16 Geddes et al., 41 Motl et al., 36 Sangelaji et al., 19 and van den Berg et al., 42 which showed an improvement in walking endurance and speed after combined exercises. In addition, a systematic review by Citaker et al. 43 showed a small significant change in mobility after exercise therapy. Hansen et al., 37 however, showed that combined exercises have no effects on endurance. The discrepancy between results could be explained by the differences in employed exercises and mobility measures. It seems that aerobic exercises such as treadmill can improve the gait style of the people with MS as well as their endurance and strength. With respect to our study design, no specific balance exercise was performed by the patients but the results showed a significantly greater post-intervention balance score for group 1 compared to both baseline and control group. The difference in the scores of two groups which reached nearly 6 points (P = 0.001) is noteworthy. This is in line with a study by Donoghue and Stokes 44 that investigated the changes in Berg test corresponding to real changes in patients.
In addition, our results matches, other studies like Paltamaa et al., 21 Kjolhede et al., 9 Sangelaji et al., 19 and Tarakci et al. 23 In a study by Tarakci et al., the main reason for a significant difference between intervention and control groups was the odd point decrease of BBS in the control group in just 12 weeks and no increase in intervention group. It seems that treadmill as an aerobic exercise has some collateral effect such as balance improvement. Due to the nature of this kind of physical activity, some muscles that are effective in balance such as erector spinal muscles, 23 may have strengthen and this phenomena may lead to improve balance in group 1 only and no the other groups. Studies by DeBolt and McCubbin 38 and Rietberg et al. 7 were in line with this concept. Some recent studies have focused on more specific muscles, such as Cakt et al., 40 Cattaneo et al. 20 and Citaker et al. 43 they all confirmed the effectiveness of resistance exercise on balance. Our results did not show any significant effect on fatigue.
Fatigue is one of the most complicated symptoms in MS and the results of various studies on fatigue are contradicting. For instance, Sangelaji et al., 19 Cakt et al., 40 Schmidt and Wonneberger 45 and Tarakci et al. 23 reported a mild to moderate effect of aerobic, resistance and combined exercises on fatigue; however, van den Berg et al., 42 Rietberg et al., 7 Hansen et al., 37 and Geddes et al. 41 did not find any significant effect of various type of exercise on fatigue. In addition, Surakka et al. 46 reported a significant effect of aerobic activities on fatigue just in females. This discrepancy may be a result of varying interventions, insufficient intervention periods and examined population. Although TUG test score changes in groups 1 and 3 were significantly before and after the intervention, no significant change was detected in comparison with control group. Motl et al., 36 and Golzari et al., 17 however, showed that combined exercises have a significant effect on TUG test. This paradox could be due to the small sample size of intervention groups. Main highlights of the present study are the choice of accessible exercises, use of a randomized controlled trial (RCT) study design and collaboration of various professionals (e.g., neurologist, physiotherapist, physical educator and epidemiologist).
Two major limitations were inability to control for diet attitude or sleep-wakefulness schedule of the participants. Furthermore, mood state of the participants was not controlled during the study course. In addition, because of space and time limitations, groups did their exercises in different sessions, so we could not match the groups based on the exact time of physical activity.
Conclusion
Our study showed that a combined exercise schedule with a predominant aerobic component was more effective. The proposed model may help people with MS and can lead to improved balance skills, better walking abilities, and enhanced muscle strength. Furthermore, all modalities used in this model are simple, convenient and feasible. Hence, the proper combination of aerobic exercises with smaller portions of resistance exercises may be much more suitable for patients with MS. On the other hand, we showed a tangible improvement in test scores and scales after the intervention, specifically for groups 1 and 3; so we may speculate that rehabilitation and exercise therapy can help people with MS even in short-term. Finally, RCTs with http://ijnl.tums.ac.ir 6 July large sample size and various exercise combinations are recommended to select the best rehabilitation regimen for people with MS.
